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outcomes with high accuracy. This prediction model has
subsequently been validated with additional 90 patients.
Conclusions: Our investigation demonstrated the potential
use of pharmacogenomics approach: by forecasting drug
efﬁcacy one can select proper therapy prior to treatment.
In the case with CHB patients, this genetic predisposition
factors can be used to select IFN or anti-viral drugs.
OL-016 Adefovir plus entecavir or plus lamivudine as
rescue therapies for chronic hepatitis B patients
who develop resistance to entecavir
S. Yang1 *, R.X. Xue1, Q. Wang1, H.C. Xing2, J. Guo2,
W. Xie2, J. Yan2, J. Cheng1. 1Institute of Infectious
Diseases, Beijing Ditan Hospital, Beijing, China, 2Center of
Liver Diseases, Beijing Ditan Hospital, Beijing, China
Background/Aims: There are a few studies about the
treatment of patients who develop resistance to entecavir.
The aim of this study was to investigate the effect and safety
of adefovir combined with entecavir (Regimen A) or with
lamivudine (Regimen B) as rescue regimens for entecavir
resistant patients.
Method: Serum samples of 7 lamivudine-refractory patients
underwent viral breakthrough during entecavir therapy were
subjected to direct PCR sequencing or cloning sequencing
assay for HBV genotypic resistance. Genotypic resistant
patients were treated with Regimen A or Regimen B
voluntarily. HBVDNA level, alanine aminotransferase (ALT),
serum creatinine were monitored.
Results: Genotypic resistance to entecavir was observed in
6/7 patients. All 6 patients had rtM204V+rt180M mutations.
Besides, 3 patients had rtT184L mutation; 1 patient had
rtV173L+rtT184L mutation; cloning sequencing showed the
other 2 patients each had two kinds of mutations: one had
S202G and T184L and the other had T184A and T184A+I169T.
Before rescue therapy, the median HBVDNA level was
4.97 log10 copies/ml and 3/6 patients had biochemical
breakthrough (2 in Regimen A and 1 in Regimen B). 4/6
patients received regimen A and 2/6 received regimen B.
The mean follow-up time was 25 weeks (range 22 29) and
5/6 patients ﬁnished 24 weeks follow-up (3/4 in Regimen A
group and 3/4 in Regimen B group). Both regimens were
safe and well tolerated. At week 12, all patients had
HBVDNA level reduce 1 log10 copies/ml and one from each
group had HBVDNA level under the lower limit of detection
of 2.70 log10 copies/ml. For 5/6 patients who ﬁnished 24
weeks follow-up, the mean decreases of HBVDNA level
in Regimen A and B group were 3.43 log10 copies/ml and
2.66 log10 copies/ml. All biochemical breakthrough patients
had biochemical response.
Conclusion: Short term follow-up showed that adefovir plus
entecavir or plus lamivudine rescue therapies are both
effective and safe for patients with entecavir resistance.
And effects of both regimens start as early as 12 weeks
after switching therapy.
OL-017 The expression and signiﬁcance of AT1R in the
process of liver ﬁbrosis in HBV-infected cases
S.L. Jiang*. Department of Gastroenterology and
Hepatology, 2nd Hospital, Hebei Medical University,
Shijiazhuang City, Hebei Province, 050000, China
Objective: So far, studies about expression and distribution
of AT1R in human liver tissue have rarely been seen in
China. This study explored the AT1R’s expression at different
stages of type B virus chronic hepatitis, from the state of
type B virus carriers to different stages of liver cirrhosis.
The knowledges of this study could provide the probability
for useing ACEIs and ARBs in treatment of liver ﬁbrosis.
This clinic study explored relationships in between serum
HBVDNA, expression of AT1R mRNA and liver ﬁbrosis.
Methods: Sixty-seven cases in total were enrolled in
our study. Of these cases, forty-two with liver biopsy
specimens by liver punctures during the hospitalization
in the department of gastroenterology from January 2007
to January 2008 because of chronic hepatitis B virus
infection, 13 were liver tissue samples of cirrhotic patients
of chronic hepatitis B from liver operations, and the
other 12 were normal liver tissue from liver leaf excision
because of hepatic hemangioma in the same period. Four
milliliters of fast serum samples from the 67 patients were
obtaind 2 days around liver biopsy or surgery. According
to the diagnostic criteria of Chronic hepatitis and ﬁbrosis
stages in programme to combat viral hepatitis 2000, we
divided the selected cases into 4 groups: S0 1, S2 4, end
stage of cirrhosis group and normal control. Pathological
classiﬁcation in optical microscope were made through
HE and Masson stainings of the liver tissues by parafﬁn
sections. Expression of AT1R in liver tissue were examined
by immunohistochemistry (IHC) and gel electrophoresis
semi -quantitative reverse transcription polymerase chain
reaction (RT-PCR). We made serum HBVDNA quantitative
testing with ﬂuorescence quantitative PCR.
Results: (1) The expression of AT1R in liver tissue. IHC
showed that positive staining of AT1R was yellow or brown in
cytoplasm. Positive cells were mainly located in Disse space
around sinusoid. The shapes of these cells were elliptical or
irregular, with apophysises entering into liver cells, indicat-
ing HSCs. Most of the cells were scatteredly distributed,
and also some of them were clustered. Expressions of
AT1R were signiﬁcantly increased parallel to the aggravated
ﬁbrosis. AT1R were expressed in S0 1, S2 4 and end stage
cirrhosis, but it was weak or no expression in normal liver
tissue. Expressions of AT1R in S0 1 group, S2 4 group and
end stage of cirrhosis group were signiﬁcantly increased as
compared to normal control group (P< 0.01); there were no
statistic differences between S0 1 group and normal control
(P > 0.05); S0 1 and S2 4 group were signiﬁcantly different
(P< 0.01); S0 1 group and end stage of cirrhosis group were
signiﬁcantly different (P< 0.01); S2 4 group and end stage
of cirrhosis group were signiﬁcantly difference (P< 0.05).
(2) The expression of AT1R mRNA in liver tissue. Expressions
of AT1RmRNA in S0 1 group, S2 4 group and end stage of
cirrhosis group were signiﬁcantly increased as compared to
normal control group (P< 0.01); S0 1 group and the normal
control group were no signiﬁcant difference (P> 0.05);
S0 1 group and S2 4 group were signiﬁcantly different
(P< 0.01); S0 1 group and end stage of cirrhosis group were
signiﬁcantly different (P< 0.01); S2 4 group and end stage
of cirrhosis group were signiﬁcantly different (P< 0.01).
(3) The correlation analysis between serum HBVDNA and
liver ﬁbrosis stage. There was no correlation between
HBVDNA level and liver ﬁbrosis stage (r = 0.140, P > 0.05).
(4) The correlation analysis between serum HBVDNA and
AT1R mRNA. There was no correlation between HBVDNA
level and AT1RmRNA (r = 0.014, P > 0.05).
Conclusions: Expressions of AT1R in S0 1 group, S2 4 group
and end stage of cirrhosis group were signiﬁcantly increased
as compared to normal control group (P < 0.01); there were
no statistic differences between S0 1 group and normal
control (P > 0.05); S0 1 and S2 4 group were signiﬁcantly
different (P < 0.01); S0 1 group and end stage of cirrhosis
group were signiﬁcantly different (P < 0.01); S2 4 group and
end stage of cirrhosis group were signiﬁcantly different
(P < 0.05).
1. The expression of AT1R mRNA in liver tissue. Expressions
of AT1RmRNA in S0 1 group, S2 4 group and end stage of
cirrhosis group were signiﬁcantly increased as compared
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to normal control group (P < 0.01); S0 1 group and the
normal control group were no signiﬁcant difference
(P > 0.05); S0 1 group and S2 4 group were signiﬁcantly
different (P < 0.01); S0 1 group and end stage of cirrhosis
group were signiﬁcantly different (P < 0.01); S2 4 group
and end stage of cirrhosis group were signiﬁcantly
different (P < 0.01).
2. The correlation analysis between serum HBVDNA and liver
ﬁbrosis stage. There was no correlation between HBVDNA
level and liver ﬁbrosis stage (r = 0.140, P > 0.05).
3. The correlation analysis between serum HBVDNA and
AT1R mRNA. There was no correlation between HBVDNA
level and AT1RmRNA (r = 0.014, P > 0.05).
4. AT1 protein and AT1RmRNA are weakly or not expressed in
normal liver tissue, but are both obviously up-regulated in
ﬁbrotic or cirrhotic tissue, and the expressing intensities
are closely related to the degrees of ﬁbrotic stages.
Therefore, Ang II and AT1R through RAS activation could
play an important role during the onset and development
of liver ﬁbrosis.
5. Serum HBVDNA levels are neither related to ﬁbrotic
stages nor related to the expressions of AT1mRNA in
liver tissue.
OL-018 Efﬁcacy of interferon for chronic hepatitis B
patients with normal or paranormal ALT
Z. Liu *, J.Z. Guo, Y.Z. Lin, Y.J. Zhang, Z.W. Lang. Beijing
Ditan Hospital, Beijing, 100015, China
Background: It is difﬁcult to determine whether chronic HBV
infection patients with normal or paranormal ALT should to
be treated. Manifold factors should be considered befor
initiating antiviral therapy. Especially, liver biopsy may be
necessary for some cases. We reported Interferon treatment
for 4 cases with normal or paranormal ALT but in which liver
histologic exam showed G2 4 and/or S3 4.
Methods: 4 patients were male with an average age of
28 years (20–35). Mean ALT was 46.7 IU/L (36–59) and
HBVDNA level was 3--5 log10 copies/ml. Two patients were
HBeAg positive; one patient was both negative for HBeAg
and anti-HBe and one patient was anti-HBe positive. Liver
biopsy histological examination showed G2 in 3 patients,
G3 in 1 patients, S3 in 3 patients and S3--4 in 1 patient.
4 patients were treated with IFN-alpha (3 5 million IU,
3 times a week). Liver biopsy was taken after 1 year
treatment. In one patient, 8 extra months IFN and adefovir
combination therapy was taken and liver biopsy was taken
after combination treatment.
Results: All patients got normal Alt after 1 year treatment.
HBVDNA was undetectable in 3 patients. 2 patients with
initial positive HBeAg cleared HBeAg. But 3 patients still
were anti-HBeAg negative after 1 year treatment.Liver
biopsy histological examination after 1 year treatment
showed change fromG4 S3 4 to G2 S2 3 in 1 patient;
fromG2 S3 to G3 S4 in 1 patient and no change in the
other 2 patients.
Conclusions: All 4 patients we investigated are young and
with low HBVDNA level, normal or paranormal ALT, and
severe liver inﬂammation and ﬁbrosis in liver histology. Usu-
ally, antiviral treatment in chronic hepatitis B patients with
normal or paranormal ALT is not so effective. However, little
is known about the regimen and effect of antiviral treatment
in these patients with normal ALT but severe inﬂammation
and ﬁbrosis in histological examinations. In these 4 patients,
IFN was initially used. Though ALT and HBVDNA improved
after 1 year treatment, histological improvement is not
satisfying. 1 patient’s improvement in liver histology may
be due to seroconversion before Interferon therapy. For this
patient, Adefovir was added after 10 months of interferon
therapy. After 8 months of combination therapy we did liver
biopsy again. The other 3 patients were HBeAg negative,
but HBeAb were also negative, liver biopsy was taken 1year
later without combination of nucleoside analogs. Patients
were followed for further study.
HE×10 Masson×10
Case 1, Pre-treatment; G2, S3.
Case 1, Post-treatment; G3, S4.
HE×10 Masson×10
Case 2, Pre-treatment; G4, S3 4.
Case 2, Post-treatment; G2, S2 3.
Free Paper Presentation 3 Basic Science and
Animal Models
OL-019 Effect of scilencing connective tissue growth
factor on rats TGF-b/Smads signal
G.M. Li1 *, D.G. Li1, Q. Xie2, Y. Shi3, S. Jiang2, Y.X. Jin3.
1Department of Gastroenterology, Xinhua Hospital,
Shanghai Jiaotong University Medical College, Shanghai
200092, China, 2Department of Infectious Diseases,
Ruijin Hospital, Shanghai Jiaotong University Medical
College, Shanghai 200025, China, 3State Key Laboratory
of Molecular Biology, Institute of Biochemistry and Cell
Biology, Shanghai Institutes for Biological Sciences, Chinese
Academy of Sciences, China
Objective: To investigate the effect of small interfering
RNA targeting connective tissue growth factor (CTGF) on
rats TGF-b/Smads signal.
